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after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
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DETAILED ACTION 

The receipt is acknowledged of applicants 1 amendment filed 08/01/2006. 

Claims 1, 3-6 and 13-19 are pending and included in the prosecution. 

The following new ground of rejection is necessitated by applicants' 
amendment: 

Claim Rejections - 35 USC §112 

1 . The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such fulf, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

2. Claims 1, 3-6 and 13-19 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. The amendment made to claim 1 
has introduced new matter that is not supported by the specification as originally filed 
and that is: "grinding a composition in the form of powder comprising an organic acid 
salt an a base drug salt to make a mean diameter of the organic acid salt 0.1-100 jt/m". 
Applicants are referring to example 1 1 on page 19 of the present specification for 
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Art Unit: 1615 

support. Recourse to example 11, the example showed grinding powder ingredients 
only and not the composition as a whole. In addition, example 11 showed grinding in 
liquid paraffin only. Furthermore, example 1 1 that disclosed the grinding step shows 
only grinding of sodium acetate and fentanyl citrate, and disclosure of species in 
example 1 1 does not support the genus of claim 1 that recites any organic acid salt and 
any base drug salt. Examples 12 and 13 show that only sodium acetate was ground. 
Therefore, no support for the general concept of grinding composition comprising the 
organic salt and the salt of the basic drug as instantly claimed because the examples 
show that each drug is treated differently in term of grinding. 



The following rejection was discussed in details in the previous office 
action and are maintained for reasons of record: 

Claim Rejections - 35 USC § 102 

3. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section' made in this Office action: 
A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed 
publication in this or a foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351(a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21(2) 
of such treaty in the English language. 



Application/Control Number: 09/673,341 Page 4 

Art Unit: 1615 

4. Claims 1, 3-6, and 13-19 are rejected under 35 U.S.C. 102(a) as being 
anticipated by JP 10045570 ('570). 

JP '570 discloses percutaneous adhesive preparation that has low skin irritation 
and excellent skin permeability (abstract). The preparation forms an adhesive layer 
comprising 0.05-20 wt.% of active agent and 0.01-15 wt.% of sodium acetate (abstract; 
claims 1 , 2; page 2, paragraphs 0006, 0008). The adhesive layer is prepared by solvent 
method, or hot melt method followed by spreading and drying of the adhesive 
preparation on a base layer, i.e. backing (page 4, paragraphs 0014, 0015). The 
reference anticipates the claims because it discloses the same method of making the 
adhesive preparation using the same ingredients, resulting in a composition comprising 
the ion pairs of the drug with the organic acid salt in melted form or in ionically dissolved 
form in a solvent, with no powder or particle in the composition after either way of 
making. If the composition is produced by the dissolving method, the particles size is 
not important because the particle of any size will dissolve and form ion-pairs with the 
drug forming new complex particles. If the composition is produced by the hot-melting 
method, the particles size is not important because the particle of any size will melt and 
form ion-pairs with the drug forming new complex amorphous lump. Therefore, the 
reference anticipates the claims because the claims are directed to adhesive 
preparation comprising ion-pairs of basic drug with organic acid salt. 

5. Claims 1, 3-6 and 13-19 are rejected under 35 U.S.C. 102(b) as being 
anticipated by JP 08-157365 ('365). 
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JP '365 discloses a transdermal adhesive preparation having remarkable high 
skin permeation rate and remarkable reduced skin irritation and provides good medicine 
stability. The preparation forms an adhesive layer in a plaster comprising 0.1-10 wt.% 
base drug salt and 0.5-5 wt.% of sodium acetate (abstract; page 1 of the translation, 
claim 6; page 3, paragraph 009). The adhesive layer is prepared by solvent method, or 
hot melt method followed by spreading and drying of the adhesive preparation on a 
base layer, i.e. backing (page 4, paragraphs 0015, 0016). The reference anticipates the 
claims because it discloses the same method of making the adhesive preparation using 
the same ingredients, resulting in a composition comprising the ion pairs of the drug 
with the organic acid salt in melted form or in ionically dissolved form in a solvent, with 
no powder or particle in the composition after either way of making. If the composition is 
produced by the dissolving method, the particles size is not important because the 
particle of any size will dissolve and form ion-pairs with the drug forming new complex 
particles. If the composition is produced by the hot-melting method, the particles size is 
not important because the particle of any size will melt and form ion-pairs with the drug 
forming new complex amorphous lump. Therefore, the reference anticipates the claims 
because the claims are directed to adhesive preparation comprising ion-pairs of basic 
drug with organic acid salt. 

6. Claims 1, 3-6, 13-19 are rejected under 35 U.S.C. 102(e) as being anticipated by 
US 5,866,157 ('157). 
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The applied reference has a common inventor with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome 
either by a showing under 37 CFR 1.132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not the 
invention "by another," or by an appropriate showing under 37 CFR 1 .131 . 

US '157 discloses an adhesive composition for matrix patch formulation that 
improves the permeability of the drug and significantly reduces the skin irritation (col.2, 
lines 33-36). The adhesive composition forms a layer comprising from 0.1 to 20 % (w/w) 
of a basic drug and from 0.01 to 15 % (w/w) of organic acid or its salt such as sodium 
acetate (abstract; col.2, lines 40-60; col. 3, lines 9-25, 55-58; examples). The adhesive 
layer is prepared by solvent method, or hot melt method followed by spreading and 
drying of the adhesive preparation on paper or backing (col. 6, lines 3-16). The reference 
anticipates the claims because it discloses the same method of making the adhesive 
preparation using the same ingredients, resulting in a composition comprising the ion 
pairs of the drug with the organic acid salt in melted form or in ionically dissolved form in 
a solvent, with no powder or particle in the composition after either way of making. If the 
composition is produced by the dissolving method, the particles size is not important 
because the particle of any size will dissolve and form ion-pairs with the drug forming 
new complex particles. If the composition is produced by the hot-melting method, the 
particles size is not important because the particle of any size will melt and form ion- 
pairs with the drug forming new complex amorphous lump. Therefore, the reference 
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anticipates the claims because the claims are directed to adhesive preparation 
comprising ion-pairs of basic drug with organic acid salt. 

Response to Arguments 

7. Applicant's arguments filed 08/01/2006 have been fully considered but they are 
not persuasive. The main gist of applicants' argument against 102 rejections above is 
the cited references do not teach the step of grinding the powdered composition or the 
diameter of the particles. 

In response to this argument, the examiner is pointing to paragraph 0022 of JP 
'570 where the reference disclosed that sodium acetate and fentanyl citrate are 
crushed. Regarding JP '365 and US '157, it is noticed that the claims are directed to a 
composition, and all the elements of the composition are disclosed by the references. 
The particle sizes is implied by the teachings of all the references as they disclose 
making a film having thickness of less than 100 pm and this implied the particle sizes of 
the ingredients should be less than 100//m. 

Regarding product by process claims, MPEP 21 13 [R-1] states: "[E]ven though 
product-by-process claims are limited by and defined by the process, determination of 
patentability is based on the product itself. The patentability of a product does not 
depend on its method of production. If the product in the product-by-process claim is the 
same as or obvious from a product of the prior art, the claim is unpatentable even 
though the prior product was made by a different process." In re Thorpe, 777 F.2d 695, 
698, 227 USPQ 964, 966 (Fed. Cir. 1 985) (Claim was directed to a novolac color 
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developer. The process of making the developer was allowed. The difference between 
the inventive process and the prior art was the addition of metal oxide and carboxylic 
acid as separate ingredients instead of adding the more expensive pre-reacted metal 
carboxylate. The product-by-process claim was rejected because the end product, in 
both the prior art and the allowed process, ends up containing metal carboxylate. The 
fact that the metal carboxylate is not directly added, but is instead produced in-situ does 
not change the end product). 

In the instant situation, the percutaneous preparation disclosed by any of the 
prior art is identical to the present percutaneous preparation. The cited prior art implied 
the particle sizes. The cited prior art provided improved percutaneous delivery of the 
drugs as desired by applicants. Hence, the burden shifts to applicant to come forward 
with evidence establishing an unobvious difference between the claimed product and 
the prior art product. In re Marosi, 710 F.2d 798, 802, 218 USPQ 289, 292 (Fed. 
Cir.1983). 

Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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9. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

10. Claims 1, 3-6, and 13-19 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over JP 10045570 ('570). 

JP '570 teaches percutaneous adhesive preparation that has low skin irritation 
and excellent skin permeability (abstract). The preparation forms an adhesive layer 
comprising 0.05-20 wt.% of active agent and 0.01-15 wt.% of sodium acetate (abstract; 
claims 1 , 2; page 2, paragraphs 0006, 0008). The adhesive layer is prepared by solvent 
method, or hot melt method followed by spreading and drying of the adhesive 
preparation on a base layer, i.e. backing (page 4, paragraphs 0014, 0015). The 
reference discloses the same method of making the adhesive preparation using the 
same ingredients, resulting in a composition comprising the ion pairs of the drug with 
the organic acid salt in melted form or in ionically dissolved form in a solvent, with no 
powder or particle in the composition after either way of making. If the composition is 
produced by the dissolving method, the particles size is not important because the 
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particle of any size will dissolve and form ion-pairs with the drug forming new complex 
particles. If the composition is produced by the hot-melting method, the particles size is 
not important because the particle of any size will melt and form ion-pairs with the drug 
forming new complex amorphous lump. 

The reference does not teach the mean diameter of the organic acid. The 
diameter of the organic acid does not impart patentability to the claims in absence of 
superior and unexpected results. The claims are directed to product by process, and the 
product is a drug forming ion-pairs with an organic acid salt. The process of production * 
of the product included dissolving in a solvent method or heat melting method, and in 
either method the diameter of the particles of the organic acid salt is not important 
because the organic acid salt will either dissolve to form a solution or melt to form 
amorphous lump and then form the ion pair with the drug. 

Therefore, it would have been obvious to one having ordinary skill in the art at 
the time the invention was made to provide an adhesive produced by dissolving in a 
solvent method or heat melting method of the drug and the salts of organic acid as 
disclosed by the reference, and select organic acid with small diameter motivated by the 
logic that smaller particles will dissolve or melt faster, with reasonable expectation of 
having an adhesive layer produced by dissolving or melting drug and salt of organic 
acid that less time consuming. In any event, it has been held that where the general 
conditions of a claim are disclosed in the prior art, discovering the optimum or workable 
/ ranges involves only routine skill in the art. In re Alter 105 USPQ 233. 



Application/Control Number: 09/673,341 Page 1 1 

Art Unit: 1615 

11. Claims 1, 3-6, and 13-19 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over JP 08-157365 ('365). 

JP '365 teaches a transdermal adhesive preparation having remarkable high skin 
permeation rate and remarkable reduced skin irritation and provides good medicine 
stability. The preparation forms an adhesive layer in a plaster comprising 0.1-10 wt.% 
base drug salt and 0.5-5 wt.% of sodium acetate (abstract; page 1 of the translation, 
claim 6; page 3, paragraph 009). The adhesive layer is prepared by solvent method, or 
hot melt method followed by spreading and drying of the adhesive preparation on a 
base layer, i.e. backing (page 4, paragraphs 0015, 0016). The reference discloses the 
same method of making the adhesive preparation using the same ingredients, resulting 
in a composition comprising the ion pairs of the drug with the organic acid salt in melted 
form or in ionically dissolved form in a solvent, with no powder or particle in the 
composition after either way of making. If the composition is produced by the dissolving 
method, the particles size is not important because the particle of any size will dissolve 
and form ion-pairs with the drug forming new complex particles. If the composition is 
produced by the hot-melting method, the particles size is not important because the 
particle of any size will melt and form ion-pairs with the drug forming new complex 
amorphous lump. 

The reference does not teach the mean diameter of the organic acid. The 
diameter of the organic acid does not impart patentability to the claims in absence of 
superior and unexpected results. The claims are directed to product by process, and the 
product is a drug forming ion-pairs with an organic acid salt. The process of production 
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of the product included dissolving in a solvent method or heat melting method, and in 
either method the diameter of the particles of the organic acid salt is not important 
because the organic acid salt will either dissolve to form a solution or melt to form 
amorphous lump and then form the ion pair with the drug. 

Therefore, it would have been obvious to one having ordinary skill in the art at 
the time the invention was made to provide an adhesive produced by dissolving in a 
solvent method or heat melting method of the drug and the salts of organic acid as 
disclosed by the reference, and select organic acid with small diameter motivated by the 
logic that smaller particles will dissolve or melt faster, with reasonable expectation of 
having an adhesive layer produced by dissolving or melting drug and salt of organic 
acid that less time consuming. In any event, it has been held that where the general 
conditions of a claim are disclosed in the prior art, discovering the optimum or workable 
/ ranges involves only routine skill in the art. In re Alter 105 USPQ 233. 

12. Claimssl, 3-6, and 13-19 are rejected under 35 U.S.C. 103(a) as being obvious 
over US 5,866,157 ('157). 

The applied reference has a common inventor with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
only under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 103(a) might be overcome 
by: (1) a showing under 37 CFR 1.132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not an 
invention "by another"; (2) a showing of a date of invention for the claimed subject 
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matter of the application which corresponds to subject matter disclosed but not claimed 
in the reference, prior to the effective U.S. filing date of the reference under 37 CFR 
1 .131 ; or (3) an oath or declaration under 37 CFR 1 .130 stating that the application and 
reference are currently owned by the same party and that the inventor named in the 
application is the prior inventor under 35 U.S.C. 104, together with a terminal disclaimer 
in accordance with 37 CFR 1 .321(c). This rejection might also be overcome by showing 
that the reference is disqualified under 35 U.S.C. 103(c) as prior art in a rejection under 
35 U.S.C. 103(a). See MPEP § 706.02(l)(1) and § 706.02(l)(2). 

US '157 teaches an adhesive composition for matrix patch formulation that 
improves the permeability of the drug and significantly reduces the skin irritation (col. 2, 
lines 33-36). The adhesive composition forms a layer comprising from 0.1 to 20 % (w/w) 
of a basic drug and from 0.01 to 1 5 % (w/w) of organic acid or its salt such as sodium 
acetate (abstract; col.2, lines 40-60; col. 3, lines 9-25, 55-58; examples). The adhesive 
layer is prepared by solvent method, or hot melt method followed by spreading and 
drying of the adhesive preparation on paper or backing (col. 6, lines 3-16). The reference 
discloses the same method of making the adhesive preparation using the same 
ingredients, resulting in a composition comprising the ion pairs of the drug with the 
organic acid salt in melted form or in ionically dissolved form in a solvent, with no 
powder or particle in the composition after either way of making. If the composition is 
produced by the dissolving method, the particles size is not important because the 
particle of any size will dissolve and form ion-pairs with the drug forming new complex 
particles. If the composition is produced by the hot-melting method, the particles size is 
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not important because the particle of any size will melt and form ion-pairs with the drug 
forming new complex amorphous lump. 

The reference does not teach the mean diameter of the organic acid. The 
diameter of the organic acid does not impart patentability to the claims in absence of 
superior and unexpected results. The claims are directed to product by process, and the 
product is a drug forming ion-pairs with an organic acid salt. The process of production 
of the product included dissolving in a solvent method or heat melting method, and in 
either method the diameter of the particles of the organic acid salt is not important 
because the organic acid salt will either dissolve to form a solution or melt to form 
amorphous lump and then form the ion pair with the drug. 

Therefore, it would have been obvious to one having ordinary skill in the art at 
the time the invention was made to provide an adhesive produced by dissolving in a 
solvent method or heat melting method of the drug and the salts of organic acid as 
disclosed by the reference, and select organic acid with small diameter motivated by the 
logic that smaller particles will dissolve or melt faster, with reasonable expectation of 
having an adhesive layer produced by dissolving or melting drug and salt of organic 
acid that less time consuming. In any event, it has been held that where the general 
conditions of a claim are disclosed in the prior art, discovering the optimum or workable 
/ ranges involves only routine skill in the art. In re Alter 105 USPQ 233. 



Applicants' arguments 
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13. Applicant's arguments filed 08/01/2006 have been fully considered but they are 
not persuasive. Applicants repeat the same argument regarding the grinding step to 
produce specific particle sizes. Applicants argue that they showed superior and 
unexpected results over the higher particle sizes. 

In response to these arguments, applicants' attention is drawn to the scope of the 
claims that is directed to product by process, and the examiner is repeating the 
argument as in section 7 of this office action. 

The claims are directed to composition and all the elements of the composition 
are disclosed by the cited references, basic drug and organic acid salt. The art 
recognized the suitability of the sodium acetate in increasing the dermal absorbability of 
active agents. The difference between the cited art and the present invention is the 
particle sizes that is implied by the teaching of all the references because JP 570 
teaches crushing of sodium acetate and fentanyl citrate, and all the references teach 
making a film having thickness of less than 100 fjm and this implied the particle sizes of 
the ingredients should be less than 100/ym. Therefore, it would have been obvious to 
one having ordinary skill in the art at the time the invention was made to have the 
claimed composition with a particle diameters of the organic acid salts ranging from 0.1 
to 10 micrometers, since it has been held that where the general conditions of a claim 
are disclosed in the prior art, discovering the optimum or workable ranges involves only 
routine skill in the art. In re Alter 105 USPQ 233. The cited references suggest the 
sodium acetate in the powder form as they all teach dissolving all the other components 
except for the sodium acetate that is dispersed in the mixture, JP '365 at page 7, 
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paragraph 0030; JP "570 at page 5, paragraphs 0020-0022; US '157 at co1.11, lines 61- 
64 and col .12, lines 16-19. The cited references all teach the ion pair formation 
between the drug and the organic acid salts, JP '365 at page 3, paragraph 009; JP '570 
at page 1, paragraph 0004; US '157 at co1.2, lines 10-11. Sodium acetate is a known as 
powder; see the "Condensed Medial Dictionary", page1007, 1008. It is known to one 
having ordinary skill in the art that the smaller the particle sizes the easier and more 
enhanced its transdermal absorption. In considering the disclosure of the reference, it is 
proper to take into account not only the specific teachings of the reference but also the 
inferences which one skilled in the art would reasonably be expected to draw therefrom. 
In re Preda, 401 F.2d 825, 826, 159 USPQ 342, 344 (CCPA 1968). The rational to 
modify or to combine the prior art does not have to be expressly stated in the prior art; 
the rational may be expressly or impliedly contained in the prior art or it may be 
reasoned from knowledge generally available to one of ordinary skill in the art. The 
reason or motivation to modify the reference may often suggest what the inventor has 
done, but for a different purpose or to solve different problem. It is not necessary that 
the prior art suggest the combination or modification to achieve the same advantage or 
result discovered by applicant. In re Linter, 458 F.2d 1013, 173 USPQ 560 (CCPA 
1972). 

With regard to the superior results provided by applicants' examples and 
comparative examples, and with careful review, the examiner has noticed that applicant 
did not show the effect of particle size at the upper and lower limits of the claimed 
range, i.e. particle diameter at 0.1 and at 10 100//m. The examples use only specific 



Application/Control Number: 09/673,341 Page 17 

Art Unit: 1615 

organic acid salt, i.e. sodium acetate, and it is not clear if other organic salts will have 
the same particle sizes and same effect on the percutaneous absorption of the drugs. 
The examples further contain other ingredients that significantly affect the percutaneous 
absorption of active agents, such as liquid paraffin, lauryl alcohol and propylene glycol. 
Therefore, no superior effect has been shown on the percutaneous absorption of base 
drug that ion paired with organic salt, without the influence of other ingredients. 

14. The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. 5,629,019 disclosed that micronization of compounds accelerates 
their skin permeation. 

Conclusion 

1 5. THIS ACTION IS MADE FINAL, Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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16. Any inquiry concerning this communication or earlier communications from the 



The examiner can normally be reached on Monday-Thursday, 7:00 to 5:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward can be reached on (571) 272-8373. The fax phone 
number for the organization where this application or proceeding is assigned is (571 ) 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



examiner should be directed to Isis Ghali whose telephone number is (571) 272-0595. 



Isis Ghali 
Examiner 
Art Unit 1615 




TECHNOLOGY CENTER 1600 



